**Abstract**

Bipolar disorder (BP) is a severe and highly heritable neuropsychiatric disorder. Despite robust evidence of high heritability (over 80%), the search for genetic basis of BP has not led to a clear insight into its pathogenesis. Clinical phenotype refinement encompasses an approach to identify promising sub-phenotypic variables most suitable for genetic studies.

The Taiwan Bipolar Consortium has recruited 1800 unrelated bipolar I patients (BPI) up to November 2014 with a Han origin. Four genes (SP8, ST8SIA2, CACNB2 and KCTD12) were identified via GWAS with 1000 BPI cases and 1000 controls. We have proposed both ion-channelopathy and neurodevelopmental defects as the pathological mechanisms for the development of BPI.

In this study, we aim to conduct molecular genetic studies to identify genes for subphenotypes of psychotic features (i.e., delusions and hallucinations) in BP1. We have recruit BP1 patients to make a total of 2000. Phenotype assessment for delusions and hallucinations have been carried out via standardized psychiatric interview using the Chinese version of the WHO SCAN (Schedules for Clinical Assessment in Neuropsychiatry) plus interview with in-charge psychiatrists and chart review. We have conducted GWAS to identify genetic determinants of auditory hallucinations first in a discovery group, then validated in a replication group.

Findings of the joint analysis with the best statistical model for SNP have found 2 SNPs show the robust statistical evidence for association.

We expect to perform high throughput deep sequencing using the next generation sequencing platform on regions determined by GWAS to identify functional variants and to perform functional studies on these variants.
